INTRODUCTION
Cancer progression has long been considered to be a multistage process.
Accumulation of genetic abnormalities such as activation of oncogenes and inactivation of tumor suppressor genes are recently revealed to be involved in this process.
The purpose of present study is to clarify the significance of of the p53 tumor-suppressor gene in the genesis and development of Japanese hepatocellular carcinoma (HCC). It has been reported that G to T transversion at the third base of codon 249 is a specific feature of aflatoxin-related endemic HCCs. In our series, we found 7 mutations at codon 249, at different sites (two in the first, three in the second and two in the third base), of different types (five G to T and two A to T) and in different types of hepatitis virus infection (three HBV, three HCV and the last one not tested). Our data suggest that codon 249 is a common hotspot for p53 mutations in HCC, occurring not only in aflatoxin highexposure areas but also in lowexposure areas. 
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